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all act at very short term and lead to tolerance phenomena. tissues. 10 GSNO has been investigated for its powerful 41 antiplatelet activity, 11, 12 arterio/venous selective vasodilator ties, GSNO is susceptible to many degradation processes The resulting pellet, which corresponds to GSNO-NPs, was 182 dissolved in 2 mL dichloromethane and the amount of GSNO in 183 the nanoparticles was extracted in phosphate buffered saline
184
(PBS) at pH 7.4 and determined by the Griess-Saville assay as 185 described above. All the samples were prepared in triplicate.
186
Core loading expressed in mg of GSNO/g of polymer was 187 estimated from initial GSNO, Eudragit® RL PO, sodium alginate 188 and chitosan amounts.
189
In vitro release kinetic. GSNO-acNCPs were suspended in 
the permeation experiments, polymer nanocomposite parti- 
Ex vivo pharmacological evaluation were performed using the one-way ANOVA (P b 0.05).
347
Other analyses were performed using the two-way ANOVA 18.2 ± 3.2 μm (100 times more) and estimated zeta potential 388 value was divided per 3 (from + 54 ± 4 mV to + 18 ± 5 mV,
389
(mean ± sd; n = 3)).
390
Cytocompatibility and cell permeability
391
The concentration-response curve built from the MTT that GSNO-acNCPs could have an even longer release profile.
418
At the end of experiments, the test using the low molecular Data are shown as mean ±sem, n = 3. All data sets were compared to free GSNO. *: P b 0.05 vs free GSNO (one-way ANOVA). GSNO-NP: GSNO-loaded nanoparticles, GSNO-acNCPs: GSNO-loaded alginate/chitosan nanocomposite particles. t1:7 Figure 5 . Contractile effect of phenylephrine (PHE) on aortic rings isolated from rats orally treated with free GSNO or GSNO-loaded polymer nanocomposite particles (GSNO-acNCPs) at 15 mg of GSNO/kg of body weight, 17 h before. Blank alginate/chitosan nanocomposite particles (Blank-acNCPs) and phosphate buffered saline (PBS) have been used as controls. Results are expressed as mean ± sem (n = 10-12 per group, from 4 different rats in each group). *: P b 0.05 vs PBS (two-way ANOVA).
and 15.0 ± 1.9 mg of GSNO/g of polymer, respectively). (Table 2) .
442
In all the control groups, NAC failed to relax the vessels.
443
However, in the group treated with GSNO-acNCP, NAC 
507
However, the glycosidic bonds of chitosan were shown to be 508 rapidly hydrolyzed under gastric conditions, 43 so only a portion Paris-Sud University) for manuscript spelling corrections. 
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